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ft«U-4) ****** (a-2) tT^ftCictWWtjBW^ 
viik*4, SST 1 »N»* 1 0 »■««**« :t«o 

«*5?HW (I a) ^*M»5M»t*i-*«1t*^-*-««« f « (2) 
(m=2, m' =0, m" =2) 
[0 0 7 0] 
lit 2 5 ] 

H 2 . 

A t = — o > A 2 = — c t A 3 = j 



H 
-N- 



[0 0 7 1] 



{±iiE# 2004-3104763 
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^-v : 17/ 



Mb 2 6 ] 



OH OH 



W 6 OH 2 C— C C— COOH + 



(a-9) 



« 3 , i 3 - Re- Re " 
(a-10) 



OH 

W 6 OH 2 C-C- 

Ri 



OH 

i 



OH 
1 



T 

R 2 1 I 
O R 3 « 



O R3 
(a-11) 



R 4 .. T 7 ' 
H R 4 - i 4 I R ^NH, 



-c 

I 

R 6 » 



R 2 



R 4 - Rt R r . 
-t— C— i— §"Y 2 

A,. R fi . R 6" 



OH OH 

HOH 2 C"C /N^/C 



R n T 7 ' 

h r 4 - j. 4 " j. R ->: 

R,» I 



R,, R 3" I Re" 



Y 

(la) 

»tfe3?HW da) ■c***L*«»*«**-t*«*tt^^-*- w **** (3) 
(m = 1 , m' =0, m" =0) 

miE#2 004-3104763 



mm 2003-357144 



[0 0 7 5] 
Mb 2 6] 



Ho H 
A2= __ c £_ > As= -jpN- 

o 



10 0 7 6] 
[ft 2 8] 

r 

H 2 N C NH 2 H 

| Y3 N C NH 2 

R 3 TZy&omH ^ (a-14) 



r 



(a-13) 



OH 



n I I 



UH. j 

0 X 2 ?l R 3 



0^ 

R 2 Ri 
(a-15) 



HO I CH 2 OH V y- 

R 2 R l 



(la) 



(n- 1 = n' - 1 = n 2 ) 
[0 0 8 0] 



ffifiE# 2004-3104763 
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s*-*J : 19/ 




(b-6) + (b-2) 



(b-7) 



HO 




-w« 



(b-8) 



n 2 



(b-9) 



[0 0 8 1] 



miiE# 2004-3104763 
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^->? •. 20/ 



[0 0 8 2] 



o 



1-1 0HWtS^?«ifci:^^tJWo 



[0 0 8 5] 
Mfc 3 0 ] 



n 2 /iU- 




(b-U) 



(b-14) 





(ib) 



ii» 8 (b-i o) «Hb*« (b-i i) -wvm. as. i«*»t*=-* 

1C= BJSE#2 0 0 4-3 1 0 4 7 6 3 



#HI 2003-357144 



^- v : 21/ 



S^^TS-/* U y^^^i^'J^^Wi^ 3 0~5 0TC-C, IWJW 
OTVftth U^A*iipit, DMFf©iS+t\ 5 0-9 0lCt?«*Wra£3«" 
[0 0 8 8] 

ititm (b-i i) ©ft** (b-12) ^7um a*. iJ*2I2XS* 

[0 0 8 9] 

'-*5S; (I c) •CftS*L4«*«jft**i-*«*tt^ y< — 9— 

[0 0 9 01 
[4b3 11 



HO^^OH TBSCL^OH 
\J (e.g.,TBSC0^ 

oh 7Km&(D^m. otbs 

(C-1) (C-2) 



(C-3) (C-4) 



TBSi 
(e.g.,BtbP-TMA D) 



^°4oBn 



OTBS 
(C-7) 



(e.g.,TBAF) 



OBn 



OH 
(C-8) 



( e .g.,TrCI) / \ (C>6) 

HoM^H (^hP-CBg Tr0 ^0^ Br 

(C-3) or 7XM©^^ (C5) J 7 )^(D^ £ 1 
P " p"-1 



(ag..N.H) " V " S±gJ™> , jj» 

(C-10) 

(C-9) 



OBn 



[0 0 9 1] 



BiiE#2 004-3104763 
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s<-¥: 22/ 



Kb 3 21 



(C-10) 



(e.g.,TsC0 j s) 



(C-11) 



(C-12 



OBn 



(ag.,IVPd(PHtt H 2 N^°W°^OBn 



V 

(C-13) 



(C-14) 



P" 

FmocHl 1 



OBn 



(e.g.,Fmoc-OSu)^ 

7 5.sm>®M 



„ FmotJHI 
(e.g..hWPd(OH)2) ' P 



(fc) ••- 



«r«ffl-r*»#^*±- nMTrSwM*t 1 0 ISMS 

KRfBS** - ^ £ * ° T;R ^ 43 * l * ° 

Jii, 9 ^ 1 7 ^ oft** (c-8) ^*w<o»ii^ a*- is*©?*-'- 
9 mxHF«©»i+t, mare 1 - ua ° Wo 

(c-9>**«t*. mffi#2 0 0 4-3 1 0 4 7 6 3 



#0 2003-357144 



^-v> : 23/ 



liiV ] <D4v^m (c-i o) ^©***<&K*«tt* i^ 7 ^ 

ft 6 b^^n?>f ^ V v /fW^^ <- - so* 

JiTf? 3 l 1) ©ft** (c-l 2) -OTv>MUi> iat©h^ »15 

«£° 6 • -4k (i d) ^ii^*^^" 1 ** 

[0 10 3] 
Mb 3 3] 




Via^: (d-i) »±is*«i^x^«6^**o 

[0 10 5] 
Hb3 4] 

jL^lXrH -NH, ^ HO-CH 2 -l-CH4- CH 2" NH " Fm00 

q (d-D , 



(Id) 



ad) 

ffiSE# 2004-3104763 
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^-v?I 24/ 



TO* (e-D (e-D ' »i««»KXOTtBT**. 

[0 10 8] 
Mb 3 5] 




(e-1) 

v / J (>e) 

(le) 




H 



(e-1) 1 




v v 

(le) 

[Ollll 



tBlE# 2004-3104763 
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25/ 



Mb 3 6] 

OH QH 



HO 




HoN 



NH-Ya 



OH OH 




NH-Yb 




NH-Yb 



[0 114] 



mtiE# 2004-3104763 
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^-y: 26/ 





NH-Yb 



J 



Y 




^EyT— S* 



NH-Yb 



V 



(H Y a * J: b tt***M fc »±T 5 7 *0#WfC* *) 

Usees' i s u^ssis^i? 

&fiE# 2004-3104763 



#H 2003-357144 



: 27/ 



t ^ n n_,v ^^'JV-> (CAS= [1 8 3 0- 7 8 - 0] ) 
(CAS= [1 3 2 1 - 7 4 - 0] ) ^«««rT£o 

• 7 0 < C£Lk'C&&o 

iiii'li-^t itwttt*^-^, 2* 

,*I^n ±ffi#J*fl-<0»'fr'»*- i&BE* 7 0-10 OtCMLT, 9 m 3 ~ 1 0 

r««HMW««8um«fl*PiA. isbn 4 

-8079-0180) o 



> ^a^'j> £#*jl*!U ^mKitsij. Tt-c^J^^M^^n-r^-t^T^^o 

^xT'J;V 77'JV-h> */9tx^* 9 s* (* 9) T*UV-K 2 

ow-h ^ ****** 7^'Jv-K *n;v** (* * v-K v 

^B^V^ii T^JV-K v^n,>f^ i*9) T*VU-Y&X. 

[0122] 

ffiSMf 2 004-3104763 



mm 2003-357144 



^-v: 28/ 



S#f Itte«t*«, *tmtfFK5 0 6 ^f 'i^Z 
^ F*;V^>^#^ (00 = dexamathasontglucocort i c °i 

S«5 * k*#*5HPM«*^ ***** ^ttt^W^ S2?!?^ 
g j £aU* <yjiryn^»v a^©**©** k ****** * 

f«at#s:«tH. **«fc*v>T r««J fci*. JiewE^fflflt*^ 

££k£:§:ll1-*o 

. *itwHrfe*ii. r^*K**©awfc*w (ISBN 4 6 

2 1 - 0 2 9 6 2 - 2. ^ BB^16 0 *%0JK) #RJSUflV»fc*L 

S?*o5r5l5»*k trim 

5fcLxiiW*ioooja±sK©ft^wc*o-c. *w^fi> mm 

ttliE# 2004-3104763 
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*-s> : 29/ 



[0 12 7] 

*:&fc^**£fc* f *rtB"TNfc»K SfctfJBTfc* mmry 4 -9w 

[0 12 8] 

®3*S?y Y09-yy Yfr¥^&%fr^fr*mWi-tLti£^i!f s , Mifr, W&<K%% ( 

K (Usa^f-ffrfr* &s.x?/iziz ttfifl^Hb-fr*) t y # > f offisftffl & 
&o-t*>. —«»&fcft^*-£tf o-ct> % £ Mci4^T$r^&'ffr£-%^<bM 

x^wt-w*s^fc»«^^^H<oa^j»4Sis-c*ij, -ffffaft^wt^trfe^k l 

Tt4> «-^M^ttm^ (L y s a t e) Tab «? „ t fc&X%m%tt&ydfrt>m&2 fi 
(4, &MKZixh<Dtt&®<o&m-*<D^&*ffim<7>mzmMLT)$< £fcfc-e§£„ y 

ov> tv>x(f W^T^ Sit LV\ 
[0 12 9] 

^HMwHffiffi-Hett*^. MS«H*Bffi#:_LfcHj£fb3*vcv>* y FM#M«7fc*BS: 

ffcJB & * y h * 9 y - - > y-t a & tz<mm-t& £ t amt&-ejb *) , * 

(1) *»iOH«fi#i:lS»S*5Ig 

t±«rtcRjfe$*Lr, @ffifi#fc<^siftii^ftoxe (2) TH«it-*rajg2b4v>i±«i*ftc^ 
& y # y K@3E<fc@ffifi#±T y \ r t9—yy v flMBsfiUB c±o 

^t^: fc#T§*U4*#K|&5£$:M% mcOX^ (2) T*f^<td*MS^^ * 
Stlv^^CiotltflLiJo 08£fcfy K@^MS#2: tt'J 

tiiiE#2 004-3104763 



mM 2 0 0 3 - 3 5 7 1 4 4 ^-V : 30/ 

gift S*itv»* ft^k^* * * v» * * * * J * ^2° 

T^^-r/^ NMR (W«k*CWi:) *<^©#ft«<K * 
<dt- 9 ******* . K#<of- * fc*tfv*-cfr=P©W«<fr ? - k * We 

a v> a y # > fc #*. e> *t-c v* * c * * • * * * * J 

#****u y * x :^**i:*££*i 

-?Kn4-12- 12- [4- (7- (tert«^-^^ 
;v-^;v| -23, 2B-WW-1S, 19, 2 1 1 1 

!x>-2, 3, 10, 16-f b5t'/©M 
[0 13 3] 



mtE# 2004-3104763 
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31/ 



Mb 3 8] 



TBDPSOO 





Me 



Me 



04 



Me 



OMe 



"Me 

"'"Me 



g .,; w -4-Tf->'J^n [2 2. 3. 1. 0^ *^*-18 ft • 
- ? 3 10 16-f V9t> (138mg, 0. 15mmol), O y U 
r ?L^Vi-yi^-V^^) (8 6. 7mg, 0. 2l8mmol 

v ff , ,-.«. T9 ,v; ii y > (DMA P; 16. 5 m g , 0. 0 9 8 mm o 1 ) . 1 - L 

V- %*ZIt*s) y vf-3-^*^^« (EDC <?£i 

6 9 Img 0 2 6 1mmo 1) SJOTM^VV (C H 2 C 1 ■ ; 1 m 1 ) > © f 

20%AcOEt (n-^WP> . B ?? v-o*l 7 2 - I 2 - [4 - (7 

-13, 19, 2 1, 28_V f ^VV7 ^,V/> 

n [22. 3. 1. 0 4 - 9 3 tn^-18-^-2, 3, 10, 16-r^^ 

(4 4m g, 2 4. 6%) 
1 H — NMR (CDC 1 3) » : - 0. 1-0. 1 (1 2H, mj 
H, m) , 0. 85 and 0. 86 (18H, s) , . 1. 5 
3 (3H, s) , 2. 75 (1H, m) , 3. 3 1 (3H, a) 
, 3. 3 9 (3H, s) , 4. 0 5 (1H, m) , 3. 0-4. 

. 8 (9H, m) . 



0. 7-2. 6 (4 7 
0 (3H, s) , 1. 6 
, 3 . 3 5 (3 H, s) 
4 (6H) , 4. 5-5 



- 2 3, 2 5 -*J* 1 3 , 

4 _ 7 ^_ fiJV^n [2 2 

,10,1 6-x >5t>©#JR 
[0 13 6] 



19, 2 1, 27-r>7>f^-H, 2 
3'. 1. 0 4 ' 9 ] i^^3^-18-^>-2, 3 



ffiiE#2 004-3104763 




_ 1 _^ f - ;V _e^;H -2 3, 2 5 -^h*v-13, 19, 2 1 , 2 7 J f 
7, _n o 10 l 6 -f>5t> (44mg, 0. 0 3 7mmo 1) £ 

1 - Vll- 2 8-mt-4-7f-W;n [2 2 

. I'. 1 0 4 9 ] *^3^-18-x>-2, 3, 10, 16 (1*. 
2mg, 4 0%) =Sr#/io tt . n / ~ w _ \ 

1 H — NMR (CDC 1 3) »:0. 7-2. 6 ( 4 7 H m) 1. 0 3H s ) 
1. 63 (3H, s) , 2. 7 5 (1H. m) ,331 (3H, s) , 3 ..35 <3H 
, s) , 3. 39 (3H, s) , 4. 05 (1H, m) , 3. 0-4. 4 (6H) , 4. 
5-5. 8 (1 1 H, m) . 
MS (m/z) I 9 6 0 (M + ) 

[0 13 8] 
Wk&M3 : FK 5 0 6#T0Y0^-. 

[0 13 9] 
Mb 4 0] 



(TSKgel AF-amino) «M 



TOYO-Pearl resin 




fflfiE# 2004-3104763 
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s*-z? : 33/ 



- 2 3, 2 5-^>^-13 
2 8-vt^rt-4-7f->Vv'i'a [2 

>-2, 3, 10, 16-f (38 
-;vfl (TSKge 1 AF-amino 
ble amino group) liO. 
, 0. 0 4 8mmol) , 1 - Hn*2 



19, 2 1, 27-r f?^f^- 1 1. 
2. 3. 1. 0 4 ' 9 ] :t**n*- 1 8-^ 

4mg, 0. 0 4mmo 1 ) > TOYO^ 
, 1 0 0/i 1 , mmr^ym (availa 
Olmmol) , EDC/HC1 (9. 2mg 
'<>V*b 1 J7 , /-JV (HOBt ; 6. 5mg, 
0 0 4 8mmo 1) * **** *-***AT 3 K (DMF ; 1ml) 
6 i|fll# Lfc. K*«>*jSU± = > * K 'J > R&T»#7 5 y *f n 

MFtr«»*5H*»Ufc 8 ££fc4fc*»* UOO,* 1) £it>*DMF (4 0 0// 1) 
*llPiLll»H*»-C»Lfc« *©»DMFt+WU #fe*LfcFK5 0 6JTOY 

f4iOHBAtli4, HBD»li3-C*4 «&U FK5 0 6 i:*e»*t**X$*tfc 
[0 14 1] 

ftifrM 4 : F K 5 0 6 ft A f f i G e 1 #ltO^J& 
[0 14 2] 
[flS4 1] 




TOYOA--JVtMt)M:A ff iGelW (Bio-Ra dtt) *JBv**»tt 
Ht«t«3kWI»ft«KJ:0FK5-O6ftAf f i Ge 1 *fl»* * 
K5 0 6#Af f iGe 1 »]fittflBrr*tt***fcB^fco Af f iGe l*ffl H fcFK 
5 0 6OWK^fi-r4afeOHBA»C»±3, HBDftli2t*4 (fib, FK5 0 6 i:*5. 

[0144] _ 

$&it0l5 6- t e r t-^h^v*^*-^ 

5 7-2, 3, 4, 5-fh5tKn#VA*5'^ .r.;*x 
[ 0 1 4 5 '] 
[ft 4 2] 



H OH 6hl d&HMMSMBm: ■ OH OH 



NHBoc 



D-^i*5> (5. 0g. 27. 6mmol) |C, * (100ml) \^*%^ y < 
10 0ml) *in£. *V*T, *»TV- t e r t + ~ * 

(Boc 2 0) (7 2 3ml, 33. lmmo 1) tlD^^ S*T?«M«ftUfc. 

W (2 0 0ml) fc»*U MST****)****?* * ( 3- T 4 ™ 1 * ? 
8. 6mmo 1) **TLfc. ft*ft*ft. *»U 

m%m* 2 Mm*** y ^ mmRm^m-r > v * tftl 

8fci£Lfc&, ttt>^A«Lfco @»£*>it. «ffiift*l&LfcdU #fctLfc££ai 

ffiSE# 2004-3104763 



mm. 2003-357144 



: 34/ 



tKn^VA^ .xJWV (3. 32g, 3 4. 4%) 

1 H — NMR (DMSO-de) 5 I 1. 38 (9H s) 1. 98 (3H , s) 2 
91-2. 97 (1H, m) , 3. 10-3. 16 ( H, m) 3 4 5 (1 H, t) 
, 3. 5 7-3. 6 1 (2 H, m) , 3. 7 2 - 3. 7 7 ( 1 H, m) . 4. 4 (1H 

dd ) 4 2 6- 4. 3 0 (2 H, m) , 4. 53 (1H, d) , 4. 73 (1H 
d) . V. 90 (1H, d), 5. 66 (1H. t) , 6. 08 (1H. ■> , 6. 52 
(1H, t) . 

[0 14 81 
4 3] 

h 2 n^°(— <^ nhboc — - yV^^^ nhboc 

ni\li\*Sx.+JU) -O- (2- t e r t-r^f***-^^*^) 

1) ^V^^rr, (5 5. 8, 1, 3 2 0 f mol ***£*£m*L 
in jistt* n^K(3 1 0«l,32.0«mol) «T Lfc 0 7Jt<$T 2 ^HHWJL 

( 2 -^^Jn^7^xf;V) -O- (2- t e r t-y^v*;V*^7^ 
A^fifVV^^HV (6 9. 3mg, 6 1%) 
1 H — NMR (CDCls) * I 1. 44 ( 9 H , s ) , 1. 97 ( H, s) 3 31 
-3. 33 (2H, m) , 3. 5 0- 3. 5 5 (4 H, m , 3. 57-3. 69 (26 
H, m) . 5. 06 (1H, bs) , 5. 32 (1H t) 5 71 (1H. .) . 6 
4 4 (1H, bs) . ;MS (m/z) : 5 3 7. 4 (MH ) 
[0 15 0] 

M«7 ifWCtt*^^-^* . , v* 9H-7 

C I \ (o 3 4 5 6 -sOf 9 ' 

[0 15 1] 
Hfc 4 4] 

Fmoc-OSu 

OH on 10%Na2CO 3 pH OH 

D-WV (9. Og, 49. 7mmol) *1 0%»tH»**«»00 
i *?^Tf1$Lf;o Fmoc-OSu (16. 7 g, 49. 7 mm o I ) * D 

miE# 2004-3104763 



l&m 2003-357144 



i-y : 35/ 



^.Ls ftH« H2U ^ ^ ^ ^ x / "/ vo ' . , , \ - vb&q H--7;v^-v 
(2 3 4 5, 6 — ^ ^ Kn^fV-Adf v;V) — ts JWn ^ •/Hx. y w ; >v * v 

1 H — NMR (DMSO-de) * : 2 . 9 9 - 3 . 0 5 (m. 1 H) , 3 . 1 7 6 . 
0 (m 1H) . 3. 3 7 -3. 4 8 (m. 3 H) .356-3 6 3 (« SH) , 
4. 19-4. 2 7 (m, 4 H) , 4. 3 0 -4 3 3 (m, 1 H) .4. 3 9 4 4 
0 (m 1H) 4. 4 8-4. 4 9 (m, 1H) , 4. 7 3 (m, 1H) , 7. 0 9 
7. ( ?3 (m 1H) , 7. 35 (t, J-7. 2 Hz, 2 H) 7 4 1 ( t , J « 7 
2Hz, 2H) , 7. 71 (d. J = 7. 2Hz) , 7. 88 (d, J-7. 2Hz, 
2H) . MS (m/z) 4 0 4 (MH + ) . 

[0 15 4] 
Mb 4 5] 



OH OH 

Ho^YS x ^ NHFmoc 

OH OH 




IHFmoc 



FmJ C5. Og, 12. 4mmol) 4 If. J *V 1 0 OmlK* 

^ 4 *' -«>*-»')WD?0-(5. 0g, 14. 9mmol). 
DMAP°(l' i. 12. 4mmol) **T*&i»K»o <« t#*U 

l^fS^V^T- (MCl.Tu.OH-10 : 1) KtiBL- HMHt 
««(5. 0 6l) tWS7. 9*K#t. 

1 H — NMR (d-Ttb-/) »: 3. 2 3-3. 3 8 (m 4 H) 3 67 3 9 
5 («. 6H) , 3. 7 7 (s. 6H) ,4 0 5 (d 1 H) . 4. 18-4. 24 ( 

,„i oi_4 3 3 (m, 2 H) , 6. 51 (m, 1 H) , 6. ob vu, 

?kj V t7-7. 42 S (». 1H) , 7. 5 1 (d, 2H) , 7. 70 (d. 2H 
) , 7. 8 6 (d, 2 H) . 

10 15 7] 



ffiIE# 2004-3104763 
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^- v : 36/ 




TBDMS-OTf 

2.6-;i/^i?> 



Fmoc 




u^ 5 rek- (4-^f^->-7i^iv) -7x-;v-^^>] -2, 3, 4, 5 

T-J (2. 46g, 3. 4 9mmo 1) t2, 6-***> ( 1 5 g. 1 4 0 mmol) 
»T»L/:o TBDMSOTf (18. 4g>6 9. Smmol)^ 

emu. ^y*^*^ A ^" h f ^i; A (n T^^** " 

) fcTflHRU BttOft-firtfc (3. 5g) *JW8 6. 4%U^w, 
1 H — NMR (CDC la) 5 1-0. 1-0. 2 (m, 2 4 H) ,07 
0 7 5 (s, 9H), 0. 91-0. 96 (m, 18H), 3. 25 
3. 3 5 - 3. 5 0 (m, 3 H) , 3. 5 9 (m. 1 H) , 3 7 5 (s 
80 (m. 1H) , 4. 03-4. 19 (m, 3 H) , 4. 29-4. 4 
5. 1 8 (m. 1H) , 6. 7 6 (d, J = 8. 4Hz 
(m, 9H) , 7. 2 7 - 7. 3 4 (m, 4 H) , 7. 4 
) , 7. 6 5 (d, J = 7. 2Hz, 2 H) . 
[0 15 9] 

(4) [2, 3, 4, 5-f (t e r 

) _ e - t Ko4r'>^* v^] — fc/W^S'Bi 

[0 16 0] 
Mb 4 7] 



, 4H) , 7. 
7 (t, J = 7 



2 (s, 9H) 
(d, 1H) , 
, 6H) , 3. 
1 (m, 2H) 
15-7. 2 1 
. 2 H z , 2 H 



BDMS 




TBDMS TBDMS 



HFmoc 



HC0 2 H/CH 2 CI 2 



TBDM§ TBDMS 



NHFmoc 



(4-^K->-7x^V) -7*^*-* -2, 3, 4, 5 

*v» o H -7;vtVV-9^Mf^f^ (1. I6g, lmmol) (fi 
:^nn>r/=l : 10) itlOml^U ttet2Ml»U. IWi 

7bS"***i o : 1-5 : i) cti»u Btt©T*=*->H* (eoomg) *JR 

$6 9. 8 %Kt#fco 

ffi|E# 2004-3104763 
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: 37/ 



1 h-NMR (CDC 1 3) Sl-0. 5 0-0. 10 (m, 24H) . 0 . 7 7 - 0 8 
7 (m 36H) ,2.10 (m. 1 H) , 3. 2 9-3 3 6 (m 1 H) , 3 43 
-3. 56 (m, 2H), 3. 57-3. 61 (m. 1 H) . 3. 65 . 71 Cm. 
1 vt\ q 7c ( m 1 H) 4. 03 (m, 1 H) , 4. 09 Cm, 1H) , 4. <s 

-V. 32 (m.^H) 4! 90 (». 1 H) 7. 17 - 7 2! Cm 2 H) 
7 2 9 (t J-7. 6Hz, 2H) , 7. 49 (t, J = 7. 6 Hz, 2 H) , 7. 
6 6 (d, J-7. 6Hz, IB) . MS (m/z) 8 6 0 (MH ) . 

10 16 3] 
Ht4 8] 

TBDM? JBDMS Xja . TBDM^ pDMS 



tbdmS Jbdms ™»» tbdms 



NHFmoc 



;l (4 6 0mg, 0. 5 4 mm o 1) ^ **nn**> 10ml) fctox, • 

t£i"?*kl ^ *v>-? ^^J)H^90' 5 6 0mg, 5. 4mmol 

.Vr.V : 3°-4V( 0 iH, 0 m ^'51 (iVm) JV.". 

0 Uk. l «> . -"o-V. 95 (7H ( ,m) 6 0 0 (1 H «) B 55 < 
1H m) , 6. 10 (1H, s) , 7. 2 9 (2H. m) , 7. 3 9 (2H, t) , 
. 5 8 (2H, t) , 7. 7 5 (2H, d) . 
[0 16 5] 

[0 16 6] 
Hb4 9] 

11 OHOH ^ S8HSA 

WjU'Ul^^^^ 6Mert-rW*^T^-2, 3 
4 5_ f f7tKn^vA^>^ x^(3 0 0mg, 8 5 9 /»mol)U, 1 
' ' ffiSE^ 2004-3104763 



#0 2003-357144 : 38/ 

4_y**^y (7 5 0//l)^nn-;v i?^** 'JV-b (3. 5 0^ J. 1 
7-fflol) ^ilFT^MvrfnshV* (AIBN : 1. 6 5mg) 11 

I2 5 7mg (8 4. 6 96) ©H, 2 0 0 m g Kl W J*'*"** ; 1* i 

5%^'fvyntJ;vxf;V7r//N-^f;i'-2-tDn/ (NMP) # 
^^r^k-C^WbfCo *V>T% NMP, **y-;K ^^^-^ V > DMF. 

[0 16 8] 

jft&fl 9 : F K 5 0 6 #M A : #11 A - F KW^ft 
[0 16 9] 
Hb5 0] 

— **™ 



8IBBA-FK 



WMI8T?ll»Ufc»»A (2 0. 0mg,»T^*(available am 
i no group) li98^ol)> 17-T'J^-l, 1 hn*v- 1 2 

- 12- [4- (7-*>U#*V-^^/-fA'-**^) -3->V*V-v^n^ 
- - 2 3, 2 5-^W-13, 19. 2 1. 2 7-^ 

**n*-l 8-^>-2, 3,10,1 6-fh5t> (9. 4mg, 9. 8 ^ mo 1 
^ FDC/HC 1 (4. 5mg, 2 3 m o 1 ) > 1 — ^ Fn^f i/^O'V h V TV ) 
(HOB t ; 3. 2mg, 2 4 M m o 1 ) * * *N - 2 - tfn U K > (NMP ; 

0. 5ml) Oil*»*aitMfflt»U. B50»jaiiHPLClCTl 7-7^- 
1 H-^Kn^>-12- 12- [4- ( 7 - * J * * * * 

i -3-^4*/-^nA*V*] - l-^f*-^l -23, 2 
-13 19, 2 1, 2 8-y^t-4-7f-H;>/ 

D r 2 2 3 1 0 4 ' 9 ] 1 8-^>-2, 3, 10, 16-rh7t/ 

dmf> i;if*x-fji/, dmf : H 2 0=i : iwt» 

Mt?*ft<444 , e**l»:DMF=l : 9I^»CUR^IJIL^ , RJB 

*T«ML dmf. ^-;k y^^-^A^+frttiMfc, »**l*:fk5 0 6 

ttMA (=MA-FK) tttat*ft^»Kfflv>fc 0 
"[0172] 



mtE# 2004-3104763 



#11 2003-357144 



: 39/ 



m 5 1 1 



NHz 

OH 

WBSB 



[01731 

4 5-f ^tKn^W x^r* (30mg, 86/imo 1J i, * 
-i/**^ (7 5 0 , 1 ) , *J*y***** (9 6. 2 ,1 7 7 ^3 , «m o 1 ) , 
^ i; -bn-;v ^^'JWb (2 0. 6,1, 86, mo 1) ^f^^^Jl.^ 
fn^VJKAIBN: 1. 4mg) *tnx.> «**T 1 0 0 ICC 2 4 

m*\zm0. 6 3, mo 1 /ragWUWtt ^^« Uo 
[0174] 

ftfifll 1 : FK5 0 6tt®mB :tlB-FKO^« 
10 17 5] 
[ft 5 2] 



««§B tSKB-FK 



FK506 



a«10T«L/;WiB (16mg,li7^S(ay ilable ami 
no gr oup) til 0, mo 1) , n-T'JA'-l, 1 4 Kn^/-12- 

^-l-^^-lf^l " 2 3, 2 19, 2 1 27-xh 

R-k>-2 3 10, l6-ff7t> (38. 4mg, 0. 0 4 mm o 
t) EDC/HC1 (9 ^mg', 0. 0 4 8 mm o 1 ) , \^^%l^V\ 
tV-J (HOBf6 5mg 0. 0 4 8mmol) fei^W^A7^ ( 
DMF ; 0. 5ml)' OW»ti»t«JWtfc. ^ W **£5££l2£?f7 

00%^W:o m7«H. DMF. *9J-». 

i^^7K^:^^^-^- N -^^ ;v - 2 - llD,JF ^ (NMP) _1 ' 

tiiiE# 2004-3104763 



#IH 2003-357144 



: 40/ 



1 : 8ft*ttft (I- 0ml) ^-^Wf^^^rfKrijf^^^ 



[0177] 

1 2 : ^ 9 9 } ) fr^.*.^ frt<D &Tg.&fc£ S#IC©^ 
10 17 8] 
m 5 3 ] 



^^^^NHBoc + -yV^ + i 2)TFA 



^^^^^^ 



;v5?;l^/-2, 3, 4, ^rV(90mg 2 

58, mo 1) , * * * 'J ***** (2 8 9 , 1, 2 3 2mmo 1 ,7 V * o V 
yJ^ijV-f (10. 5,1, 4 3. 8/«mol),ni:M ~Ia / 

(AIBN-4. 2xng) 4-*W (7 5 0 ,1) M^»*C ( 

14 img) t'#/co syiiFT/JiUSCtDtWCftl. 5, mo 1/mg© 

[0 18 01 ^ 

ftitMl 3 : FK 5 0 6#«*C :WC-FKOM 
[0 18 1] 
Hb5 4] 




OH OH 
DH OH 



FK506 | 



[0 1 8 2] 

«W12-CilU»lC (6. 7mg, **T5y* (avail able am 
ino group) l*10/«mol) * *K IUW1 UH»CtTFK5 0 6ftt* 
C («1C-FK) =Sr#/Co 
[0 18 3] 

1 4 : * 9 9 V )V^^)Vt<D$i'gL&fc& : & j $M'D(D'£W> 
[0 18 4] 



miE# 2004-3104763 



#M2 003-357 144 



^-v : 41/ 



[ft 5 5] 

O OH OH O . 1 ^ JL 1> A,BN 




2)TFA 



^7^-2, 3, 4, B-fb?tW^V* (150mg 

4 2 9,moi) , ********** (44i,i, 3 8 i^iyV^n*M; 

* J^^ijv-h (17. 5*1. 7 3. 0 M m o 1). 7 J 4 *~ ^ 

;v (AIBN: 7. lmg) 4-**W (7 5 0/. 1) tfflv^T. »»D 

(117mg) iVKKyyBUSfci^lfitKftl- 3*mol/mg 

[0 18 6] ^ 

SMI 5 : FK 5 0 6##fliD :»IBD-FKO#« 

[0 18 7] 
Mb 5 6] 

StJllD-FK 



[0188] 

«Mll4-CP«Ufc»»D (7. 7mg> IfT^i (a v a i 1 a b 1 e am 
ino group) (ilO.mo 1) X 0 , UMI1 UH»fcttFK5 0 6f«i 
D (fJID-FK) «r»fco 
[0 18 9] 

SSiit^fl 16 : ^ ^ ^ J: fcttBBE©-™ 

[0 19 0] 



ffiiE#2 004-3104763 



#H 2003-357144 



^-v> ! 42/ 



[it 5 71 

o oh oh Q 9 B 1)AIBN 

I OH OH 



vJl^ t J N A^NHBoc + + V^O^i 2)TFA 



W OH OH 



einUu, «jft«5-CP*L^^^y»'Bfc 6-ter t-^^*^* 
»7Z,7S;-2. 3, 4, **** (30mg 8 

5 9«mo 1) . >**V*BM**' (8 2- 7 A* 1 » 7 7 3^ mo 1) > f ,;>fe ^" 
;v 55?Ji;U> (20. 6^1, 85. ^-^ 7 ^r« 
;V (AIBN ' 1. 4fflg)iJtri f l, 4 (7 5 0 ^1) *fflv»T, ffeE 

(5 9mg) tUfc. ^KPJ^CiDit^ftO. 8 9^mol/mg 

[0192] 

umm 1 7 : f k 5 o 6#me : mmE - f k 

[0 19 3] 
Mb 5 8] 




3H OH 



FK506 



tttil6?rW«Lfc»»E (1 lmg. SMT^* (a v a i 1 a b 1 e ami 
no group) ttlO/imo O * »K «** 1 1 kBftPLtFKB 0 6Wt»E 
(WJ5IE-FK) «r#fco 
[0 19 5] 

18 : > ij;v^^;vii<75^fi^^i:S#JiSFW^ 

[0 19 6] 



ffiSE#2 004-3104763 



#M 2003-357144 



^-v>: 43/ 



5 9 ] 

mm 

r 8 «mo 1) ^^'J^iM^ (2 4 8 ^1, 2. 32mmol) , ^V-kn ;u 
^^il-V(10.i,l. 43. 8^ol),7^WfO,W 
(AIBN: 4. 2mg) 4 (7 5 0 , 1 ) *«v^ MF ( 

17 1mg) ft*, -VtK'JVR^J: 0»»+K«0. 8 4,mol/mg 

07^; Sit L 

[0 19 8] 

jftitff 19 : F K 5 0 6#»ISF : WF-FK^I 



2)TFA 



[0 19 9] 

Uk6 o] 



FK506 



W OH OH 

|»«185p««Lfc»»F (1 2mg. (a v a i 1 a b 1 ^ a m i 

n o group) tt 10, mo 1) £<9> «fttl 1 1 t*LtFK 5 0 6fWfcF 
(IIF-FK) fcWfco 

[0 2 0 2] 

[<fc6 l] 



1)AtBN 



2)TFA 



ffiSEJRp 2004-3104763 



mm. 2003-357144 



: 44/ 



[0 2 0 3] 

3, 4, 5-rl«7tFDdr^y;v (15 0mg, 

4 2 9 umo 1) > (4 1 3 a* 1. 3. 8 6mmo 1) ,^Hn- 

* ^^'JWb (17. 5,1. 73. 0,mo 1) , ^^^H^mll 
;V (AIBN : 7. lmg) SitM. 4 - i> * * ^ > (7 5 0 ,1) *fflV>T, tfcF 
(2 4 3 mg) ft*, t F'J >»i >) 1 • 

[0 2 0 4] 

tt&ffl2 1 : FK 5 0 6fl«G : «G-F« 
[0 2 0 5] 
6 2 ] 



5 , m o 1 /m g 



FK506 



8JBIG-FK 



[0 2 0 6] 

«ttH2 0tlSL/;»lG (6. 5mg. If75^i (a v a i 1 a b 1 e arn 
ino group) ftlO.mo 1) J: «9 . Wftfll 1 tB»CUFK5 0 6fflli 
G (OT1G-FK) «r#3to 
[0 2 0 7] 

mkW 2 2 :>^^'J;v75Kt <7>*m^^ «£ J»lHo#« 

[0 2 0 8] 
Ht6 3] 

O OH OH O 9 11 1 > AIBN . 

«ibh 

[0 2 0 9] 

«t«8iB«i:U, WJ5tilL^^^'J;vf 6- t e r t-T/h*** 
; v^-;VT5y-2, 3, 4, 5-rb7kKn^^^ ^7-;V(30mg, 8 
5. 9^mol)^^^75K(65. 8mg, 7 7 3 /»mo 1) l* U ~* 
V***VV-Y (20. 6, I, 85. 9, mo 1) „ T'/^VW-b^ 
(AIBN ■ 1 4mg)«^l, 4— 5> (7 5 0 ,1) £fflV>T. *1BH ( 

9. 7mg) *#fc 0 fc*. -V^F^ *KJfcfc*9«fi+fcft0. 7 2 , m o 1 /m g 

[0 2 10] 

fi£til2 3 I FK 5 0 6#WBtH :flH-FKW^ 
[0 2 11] 

ffiSE# 2004-3104763 



mm 2003-357144 



^-y : 45/ 



[ft 6 4] 



FK506 



^BbH-FK 
[0 2 12] 

Mi£#J2 2"Cfl»LfcMfiH (4. 2mg. 51817 ^Ife (available am 
ino group) Ii3. O^mol) 1 C^/:Mi:it> @ft£-f 

SFK5 0 6#«H (WH-FK) *»fco 
[0213] 

ftjKM 2 4 : ^^^'J^75 Ft Offtm^K J: &#fla I <^J£ 
[0 2 14] 
[ft 6 5] 



1) AIBN 

2) TFA 



10 2 151 * * * 

;^-;V75;-2, 3, 4, 5-f F5t Fn^vA^y;V i* x ;v(90mg, 2 
5 8 « mo 1) , ^?'^75K (1 9 7mg, 2. 3 2 mm o 1 ) , ^J-trn-;V 
^^'JU-b (10. 5 a* 1. 4 3. 8 fi mo 1) . T^^vyf n^b'JJV ( 
AIBN: 4. 2mg) ^Wl, 4 (7 5 0/z 1 ) */BV*t\ #HB I (9 

9mg) KU ^KJfcfcJ^Wfe+fcftO. 79^mol/mg?)7 

5 7 |fe*q¥^Ei- & £ *?IR b^-o 
[0 2 16] 

ftjtM 2 5 : F K 5 0 6ttM I *. #JBB I - FK©#* 
[0 2 17] 
[ft 6 6] 



I-FK 



[0 2 18] 

2 4 T-pML/c« I ( 1 3 m g. 117 ^Kavailable ami 
no group) lilO^mo 1) £»>ft&ffl 1 M^tttfC, Bfl&fc-T*F 
K5 0 6#tll (#18 I-FK) «r#fco 
[0 2 19] 

ttlSE# 2004-3104763 



S&m 2003-357144 



46/ 



[0 2 2 0] 
Mb 6 7] 



1) AIBN 

2) TFA 



H OH 




H 2 



OH OH 



H 2 N 



[0 2 2 1] , t * , * 

«|«8fcH#KU, «at«5T?W«lxfc^^^U^HI 6-ter t-? h*v* 
;v^;VT?^-2, 3, 4, 5 -r b 7 Kn*->^5/^ x^f^ (15 0mg, 
4 2 9 «raol) , ^^J^7U' (3 2 9mg, 3. 86mmol)> ^y-fen-* 
y^^.jWKl7. 5^1, 7 3. O^mol), T'/^^VW-h'Jfl; 
(AIBN I 7. lmg) feiVl, 4-y**^> (7 5 0 ,* 1) £JBv*T. «J ( 
62mg) *»fco Ky 2^mo l/mg^7 

[0 2 2 2] 

fi£OT2 7 : FK 5 0 6tt#J§iJ :fIiJ-FK©^ 
[0 2 2 3] 
Mb6 8] 



FKS08 



ABU 



[0 2 2 4] 

M0I2 6tilL^fJiJ (8. 3mg,ll7^i(available am 
i no group)lil 0 ^ m o 1) J: 9 MOT 1 ll^^S^^ ittfc-*-* 
FK 5 0 6ft«fJ (^Ji&J-FK) fcfcfco 
[0 2 2 5] 

S&3£03 2 8 : PEGlH^tt^^^-^ 
(1) O- (2-7^H5Kxf^/) /^^^xfl/y^'Jn-M^ 

[0 2 2 6] 
Mb 6 9] 

HCX^q^OH HO^ Q ^ 



[0 2 2 7] 

7^H5K (31. 3 g, 2 1 3mmo 1) Crh7liKn77> (6 0 0ml; ^ 

ffiSE# 2004-3104763 




#11 2003-357144 



^-y : 47/ 



A^txfVV^'j3-;i/ (5 0 g, 177mmol) ^h'J7i-;V7^7r/ ( 
5 5. 7g, 2 13mmol) **nx.^ Q **T. 9 J4 V :/n t?;VT T/3>* JH?**W- 
h ( 4 0 % h ;v^>i#t&, 98. 5ml, 195mmol) SrffiT Ifit?»R* 

^ pif;v) ^Vi'xf VV/'J (3 2. 7g, 4 5%) £#fco 

1 H-NMR (CDC 1 3) $ : 3. 58-3. 69 (18H, m), 3. 71-3. 75 
(4H, m) , 3. 90 (2H, t) , 7. 71 (2H. d d) , 7. 85 (2H, dd 
) . ; MS (m/z) : 4 1 2. 2 (MH + ) 



(2) 0- (2-tert -^>*'>**#-*75yxfA/) ^V^ifV^P- 

[0 2 2 9] 
[flS7 0] 



±K (1) T?W»UfeO- (2-7^;v^f?Fxf;v) ^^xfV'/^a-^ (8 
13g 19. 8mmol) C 8 N«UR#. ( 2 5 m 1 ) *in*.* 5 ftWM&aiftS**: 

#fe*Lfc**fcy**"9-> (8 0ml) *inx.fcfc. TKBMbf-h U9A*»*tpH9- 
1 0 Km&Lft&b, "J- t e r t -7*f;vy*W- h (5. I9g, 23. 8 mm 

0 1) frin*.*:,, £»-?iWMB*#L,*:flL M«EiiL^*H>mu. 

ftixfjv :7*b'/=i:0-i: 1-C»ffi) , Sttfci-*0- (2-tert-7F 
^'>*>**x;V7$/if^) /^irxfl/V^ya-^ (4. 6 6 g, 6 2%) 

'H-NMR (CDC Is) * : 1. 4 4 (9H, s) , 3. 3 2 (2H, t) , 3. 5 4 
(2H, t), 3. 60-3. 69 ( 1 8 H, m) , 3. 73 (2H, t), 5. 22 ( 

1 H, b s) . ; MS (m/z) : 3 8 2. 2 (MH + ) 

[0 2 3 1] 

(3) 0- (2 - t e r t-7K->*J^*xjV75yxf;V) -O- 
4;H*yxf;i/) f b?xf 



[0 2 2 8] 




[0 2 3 0] 



[0 2 3 2] 
[ft 7 1 ] 





NHBoc 



[0 2 3 3] 

±13 (2) -CWKLfcO 



(2-tert - 7f^fi/*Mx;V75yxf;V) 

miE# 2004-3104763 



$NB 2003-357144 



: 48/ 



xfl/>^V3-^ (4. 6 6g, 12. 2mmol) [:-7xfJVx-T^ (15 0ml 
) *in*.fco &V>-C, ey^> (3. 7 ml) Tk&*9 9 K (2. 37m 

K 2 4. 5mmo 1) fcillx^ 1 Hi#Lfco Kn^7 > (0. 8 g) fcfttx 

f-;i/4rinx.^, «S5fp^Sbdc*^- h 'j9Am 2 
»e»*tfe?iift*?/';*^*9At?»»L (^m^^^^^tti) > iwttio- (2- 

tert-^l«**>*^^75;xf^) -O- (2->*?'Jn>f*Wxf* 
) f >7xfv>^'j3-;v (4. 4 6 g, 8 1%)=H#fco 

1 H-NMR (CDC 1 3) * : 1. 44 (9H, s), 1. 95 (1H, t) , 3. 30 
(2H, t) , 3. 54 (2H, t) , 3. 6 0- 3. 6 8 (1 6 H, m) , 3. 75 ( 
2H, t) , 4. 30 (2H, t) , 5. 06 (1H, b s) , 5. 57 (1H, t) , 
6. 13 (1 H, b s) . ; MS (m/z) : 4 6 7. 3 (MN a + ) 
[0 2 3 4] 

«tjt«2 9 : WK^i 

[0 2 3 51 
Mb 7 2] 

tHHIK 



[0 2 3 6] 

8tilL^:0- ( 2 - t e r t - y ^ * 5 / xf ^) -O- 

f )>7Xfl/V^'j3-;V (212mg, 0. 48 
4mmo 1) , 1. 4 (4 2 4 /* 1) . /'Hn-^ *J*99V V- h ( 
11. 6 /1 1 , 0. 048mmol) *3 it^TV^^ V?+V- h V * (A I BN I 0 
. 8mg) J:*), tlWtff KLT> g#j£-f &MK (1 2 2mg) 

, KU ^RSfc £ •3«HIS1'Kjfi3. 8/zmo 1 /mg^)75 7 Wtt^^* 

[0 2 3 71 

0 I FK 5 0 6#WK :flK-FK©M 
[0 2 3 81 
Mb 7 3 1 



tt}8§K 8IBIK-FK 

[0 2 3 9] 

fij&^2 9-CPISL/iWfltK (2. 6mg> 1175^1 (available am 
ino group) Ii3. 8 M m o 1 ) <fc •? 1 1 fcjfc^fc^tfcfclfci:, IK) fc**" 

5FK5 0 6#fHK (WK-FK) «:#^o 
[0 2 4 01 

sum 3 1 :wmL<o&m (subm-ao 

[0 2 4 11 



ffi|E# 2004-3104763 



#M 2003-357144 



1-5? : 49/ 



Mb 7 4] 




2)TFA ' G^OT-^^ 



[0 2 4 2] 

SMtflU 8-CIMSlLfcO- (2-tert-/Kv'*M-^T^x^) -O- 
(2 * * 'J n/f^t^i/xfA/) t- h 9if UV/'J ( 1 8 8mg, 0. 4 1 

8mmol) <7)iSyf;l/?#t (9 8mg) fc, *°'J .x*- V> V;Hf^ 9 ? 

V- h (5 4mg) -M^T>^-->A (lmg) *»}jt(5. 4ml) fcj&nx.*:^ 

fco ^"C, >'j7;vtnf§: l, 4-v 7 ^-^r-9->=2 I 1 flkfrftiM 0m 1 fcflnx^ 
M^HfcBtfpLfco RJottTlfe, »J»«rl. 4-v**-9">. DMFf+»L, $ 

suseo 3 2 : mmMo&fo mmm&) 

[0 2 4 3] 
Mb 7 5] 



[0 2 4 4] 

ftjfiff|2 8rPSat^:0- ( 2 - t e r t - 7 f * ~>*^*-^7 ? / xf ^) -O- 

+ fh9if , l^>'/ , J3-)l' (18 8mg, 0. 4 1 

8mmol) oygmr/1-fr%fflL (9 8mg) K> tf-;VT;V 3 [1 0 0 0. ^ 

itMfcS] *l*(5iag/2. 6mi) Mi*;vy^A (i4mg) *mz.tz 0 

*L<«^Lft**e>. 70t"Cl. §e»C8 0TCTM. 5«FWElD**fco ^ 

4 _c;^^-9-^=2 : i : l M£i#i£4 0m l £irax.> sa-ci. 5WfW*#L^o R 
f;v7r//DMFM*, Mt?»*at^bfco 2fev»-e. dmf, * * y -zi'TH-fl'K: 

[0 2 4 5] 

S£j£#fl3 3 : mdMBL^ST-toterb : * 9? 6- (9H-7;vtV^-9-'f^ 

h^->j&;vjj?-JVT5 -2, 3, 4, 5-f b7t Kn^i/A^v;v ^t;k?) 

[0 2 4 6] 
Mb 7 6 ] 

OH OH ^'JiH&SP^K 9 9H OH 

HO ^Y^^ v ^ NHFm0C " ^^Q^v^A^s^NHFmoc 



[0 2 4 7] 



ffiiE# 2004-3104763 



#JM 2003-357144 



^-y : 50/ 



I£MI7 TMWJRLfcFmo c -D-^* 5 > ( 1 0 g, 2 4. 9 mm o 1 ) KM&V 
U i?> (3 0 0ml) &linx.> **T^ * * V ^Ife* n 7 W K ( 3 . 8ml, 40. 0m 
mo 1) fcJTFLfcfk m^X-m^mnLtZo 2MfrT\ (1 0 0ml) *Jn*. 

^'>*ATRJ|$*fc 0 mi&mZZM, iEHL/:t, fc&tLfcJMtfci' >; * 
7Ati$it (^nn*jvA : ?y-;v= i o : l t?»HJ) > * 
-7-;v<fc D*tfJHt*frvs i ift 1" & ^ ? ? V ;vm 6- (9H-7Mi/>-9-'f^ 
> h^->*^-)U75 y) -2, 3, 4, 5-f f7tFn^^y;v ( 
2. 2 9 g, 2 2. 1 %) fc#fco 

1 H — NMR (CDC 1 3) S : 1. 95 (3H, s) , 3. 16 (1H, bs), 3. 3 
5-3. 40 (3H, m> , 3. 68-3. 72 (3H, m), 3. 82 (1H, bs) 
, 3. 88 (1H, m) , 3. 97 (1H, m) , 4 . 17 (1H, t) , 4. 40 (2 
H, m) , 5. 37 (1H, bs), 5. 61 (1H, s), 6. 16 (1H, s), 7. 
. 30 (2H, t) , 7. 39 (2H, t) , 7. 56 (2H, d) , 7. 75 (2H, 
d) . IMS (m/ z ) '.4 7 2. 2 (MH + ) 
[0 2 4 8] 

mmm 1 : ^mm. 

(1) 1 y s a t e<vmWk 

yyy<DM(2. 2 g) (0. 2 5Mv^?n-*, 2 5 mM Tris^ 

V7 7- (pH7. 4) , 22ml) F *f^*lfe, 9 0 0 0 rpmt 

1 Ofl-WJS'^liL^o »'k#MLt?t*lfc»K 5 0 0 0 0 r pmtJfei: 1 5 #Mat'frfl* 
JiLfco L-C#<b*t£_t?»£ lysatet U«fflLfco ft*. *|ft{±i"-<T 4 *C 

( 2 ) ^n'n*^^ 

±|BLfcFK 5 0 6 tft^Lfc^t7 7-f =-t 4 -#J3&*ffiV^TJBJLT^>¥JHT 1 y s a 
tet^$Mo/: 0 ft*. 1 y s a t e l±IMAt 1 / 2 Cf tlT«I Lfc 
o F K 5 0 6#TO YO'*-fr®m, FK5 0 6 ft A f f i G e 1 ^Btf^tL-rtL 1 0 ^ 

1, tHA-FKiio. 1 /«mo immfr. mmzmmB-FK-mmi -fkh i . o 
^mo 1 mmfrz&m i,tz 0 

FK 5 0 6 ffi&T y J -T4 -mm t 1 y s a t e (1ml) *4t;-C***^ 
HU. ±flt*KtS, 3*ofcFK 5 0 6»'frT7-f-'f--f-1»JiB«rii'&-*A-e 

£7 Uft?>*L<:FK 5 0 6^7 7^f^-iiC2 0//lOSDSfflloadi 
ng buffer (nakalai cat. NO=30566-22 N mftMMM s 
ample buffer solution with 2-ME (2-mercap 
toethanol) (2x) for SDS PAGE) ^Di, 2 5^10^1 
JDflfcLfco £ 7 \.xnhtitz*yy?)\'WL*1$U<nS 1 D SY)V (BioRad ready 
Gel J, 1596SDS, cat. NO=161-J341) T?#*iU ^OSDS^ 
^fiWUoMt:iiSCANNER JX330 (SHARP) is J; LP I m a g e M 
asterversion2. 01 (Pharmacia Biotech) fcfflv^ J£ 
%tm-?&2>3&&m3V>FK5 0 6#TOYO^-^fH;^ (»*) Lfc^Oft, F 
KB P 1 2 (a*>K4) *-£trft3tttfc 41I^> K (;<>K1^0F4) SrMKL 

H (1. 0) fc LXttttmzfeMftVtz (Hi) o gUfcfrofc*.x**>rny FKi J? 
;\*>K4t5 ? FK 5 0 6<D?-yy Yfr=F. FKBP 1 2 X*$>2> i t £lt@>L*:o 
[0 2 4 9] 

FKBP 1 2W]|l)©3 0(7)/r/ Kii-ett-Ttv^ ^.-/'j ^ (;r/Kl) , T9<f-y 
(;tVF2) . ■fe^r/l/f t F- 3 - 'J >Rf i; Fn^t-^f (X>Y3) KffiSL 
, FK 5 0 6#T0 YO^-«i:^IWK^ (R*) LtV^So v>-f*LO*W? 
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) imWZti. FK 5 0 6#Af f i Ge lffi^WfcM^glCffiti^ 
[0 2 5 0] 

(FK 5 0 6) *mfc4t1-&Z. t\,Z XoXl&btl&FK 5 0 6 ^^b@*Sffi#±^^ 
^^/^^Ko^^fi^^^^^JK^^-riil^^^o FK 5 0 6<£*-y^ >W 
ab^FKBPl 2 <Dm* 1 ^ tt^O^#IW^ >;^l<Otf ©gS* WW 
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mS0#-t [501260082] 
1 . &£#JI B 2 0 0 2^12^130 



ft W ^***55*T^*r*«J£2Ti 6**7 



tUIEff ttSaE# 2004-3104763 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 



•Tlx BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




